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result in an order to cease and desist and to be subject to penalties as provided for in Section 21.' 
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1 3. REPORTING FACILITY ( List all locations where animals were housed or used in actual research, testing, or experimentation, or held for these purposes. Attach additional sheets if necessary ) | 
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I REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY ( Attach additional sheets if necessary or use APHIS Form 7023A ) 
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such drugs were not used must be attached to this report 
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[^ASSURANCE STATEMENTS 


1 ) Professionally acceptable standards governing the care, treatment, and use of animals, including appropriate use of anestetic, analgesic, and tranquilizing drugs, prior to, during, and following actual res€ 
teaching, testing, surgery, or experimentation were followed by this research facility. 

2) Each principal investigator has considered alternatives to painful procedures. 

3) This facility is adhering to the standards and regulations under the Act, and it has required that exceptions to the standards and regulations be specified and explained by the principal investigator and ap 
Institutional Animal Care and Use Committee (lACUC). A summary of all such exceptions is attached to this annual report. In addition to identifying the lACUC-approved exceptions, this summary inc 
brief explanation of the exceptions, as well as the species and number of animals affected. 


4) The attending veterinarian for this research facility has appropriate authority to ensure the provision of adequate veterinary care and to oversee the adequacy of other aspects of animal care and use. 
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Registration number 22-R-0030, November 27, 2007 

A) Summary of exceptions to the regulations and standards; 

One exception to the canine exercise program is to be reported. Thirteen dogs used in a 
radioisotope labeled drug metabolism studies have been housed in special canine metabolism 
kennels in order to ensure safe and accurate collection of excreta for metabolite analysis. The 
housing provides 100% of the required floor space, but less than the required space for exercise. 
The period of time in this housing varies with the test compound, study and excretion rates. Most 
studies have lasted between 5-15 days, although one did last for 23 days. Positive human 
interaction has been greatly increased during this period. The protocol for the studies, which 
includes this exception, was approved by the lACUC. 

B) General Column ‘E’’ Justification Statement 

Seven dogs were studied in an lACUC approved protocol to assess (b)(4) the 

presence of biomarkers and aene exoression chanaes induced {b)(4) 

induced by (b)(4) . Progression o1 {b)(4) and 

expression of biomarkers was monitored by non-invasive imaging and collection of blood and 
urine. At termination, {b)(4) were collected to examine for biomarkers and 

gene expression. The dogs were closely monitored and did not demonstrate significant 
discomfort for the duration of the study. Analgesics could not be administered during the study 
since this would have compromised the interpretation of biomarker and gene expression levels. 

Twelve dogs were used in an lACUC approved protocol to induce (b)(4) 

{b){4) The procedure is minimally invasive and while the pain is acute, it persists for only 
about 8 hours followed by complete recovery and no permanent injury. The aim of the 
experiments was to test novel analgesics or anti-inflammatory agents hence the use of standard 
analgesics would have compromised the interpretation of the results. The experimental 
assessment period ended at 8 hours and any residual pain at that point was relieved using 
standard analgesics. 

Twelve dogs on an lACUC approved study developed unexpected acute terminal complications. 
The animals were closely monitored on the studies by the veterinary and research staff. The 
studies were conducted in accordance to FDA regulations as published in the Federal Register 
Vol. 59 No 183 September 1994, pages 48746 to 48752. One dog on a non-GLP study 
developed unexpected terminal complications with a surgically implanted port that was part of an 
lACUC approved protocol to examine the pharmacokinetics of novel compounds. 

Forty five ferrets were studied under an lACUC approved protocol to assess the {b)(4) 
potential of novel compounds. Intermittent (b)(4) were induced following 

administration of (b)(4) Commercially available analgesics or (b)(4) could not be 
administered since this would confound interpretation of the data and defeat the purpose of the 
research. The minimum number of animals was used to provide reliable data and the length of 
studies was limited to 8 hours. The animals were observed continuously during the 8 hour period. 

Fifty-two guinea pigs experienced lethargy, ruffled fur and decreased appetite for 24-72 hours 
after IP injection of a compound for an lACUC approved procedure (General Safety Test, as 
described in 21 CFR 610.1 1). This is a compendial test required for release of a biologic product 
and administration of analgesic agents would compromise evaluation of the test results. The 
guinea pigs were monitored closely to see if the clinical signs would resolve. The expected 
clinical signs resolved within the 24-72 hour time period. 

Eighteen guinea pigs on an lACUC approved studies developed acute terminal complications. 
The animals were closely monitored on the studies by the veterinary and research staff. 



Ten rabbits on lACUC approved studies deveiop acute terminal complications. The animals 
were closely monitored on the studies by the veterinary and research staff. The studies were 
conducted in accordance to FDA regulations as published in the ICH guidelines (Federal Register 
59, No. 183, Sept 22, 1994, pages 48746-48752 and Federal Register, Vol. 61, No. 67, April 5, 
1996, pages 15360-15361. 

Seventy-two guinea pigs were used in an {b)(4) model and exhibited (b)(4) 

(b)(4) These (b)(4) nay have caused discomfort. The uses of opiates or NSAIDS 

are contraindicated due to the nature of the study. The study was approved by the lACUC. 

One non-human primate developed unexpected acute terminal complications on an lACUC 
approved protocol. The animal was medically treated by a staff veterinarian. 

Twenty-nine cotton rats on lACUC approved developed an unexpected morbidity and mortality on 
one study. The complication may be have been related to a certain test drug formulation which 
then was discontinued. 



(b)(6), (b)(7)(c) 


FEB 0 6 Z0u8 


January 3 1 , 2008 


Merck & Co., Inc. 
RY33-508 

126 East Lincoln Avenue 
RO. Box 2000 
Rahwav NJ 07065-0900 

(b)(6), (b)(7)(c) 
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Research Laboratories 


Dr. Robert Willems 
Regional Animal Care Specialist 
USDA APHIS 
920 Main Campus Drive 
Suite 200 

Raleigh, NC 27606-5213 

Re: USDA Annual Report for FY 2007 

Dear Dr. Willems: 

As addendum to our Annual Report for FY 2007, we would like to present additional 
information regarding 1 8 guinea pigs and 1 nonhuman primate listed in category E. Each 
of these animals was on study pursuant to protocol that had been reviewed and approved 
by the lACUC. The animals developed medical conditions while on study and were 
identified for placement in category E during a retrospective review of animal use. 

The 18 guinea pigs were part of several studies examining (t')(4) 

(b)(4) Blood was collected under general anesthesia using the (b)( 4 ) 

(b)(4) The serum was examined to determine antibody titer ana in some cases, 
functional in-vitro assays. The technique is only performed by trained veterinary 
technicians. Subsequent to this procedure and after the effects of procedure-related 
anesthesia had worn off, sudden death appeared to have occurred in the absence of signs. 
Only a small percentage of these procedures were associated with this complication. A 
pathologist necropsied most of the cases and determined death was due to internal 
hemorrhage often inducing cardiac tamponade. Due to the lack of signs and sudden 
death, analgesics could not be administered except for one case in which the animal was 
immediately euthanized. 

The one nonhuman primate (NHP) was given experimental medication to treat a 

{b)(4) Within a few minutes of the dosing, 

the NHP collapsed and was exhibiting {b){4) The NHP was immediately 

given medical care (oxygen. Valium and other emergency care). Despite these efforts, 
the NHP expired. The entire event took place within approximately 8-10 minutes. 
Necropsy supported a diagnosis of aspiration pneumonitis, although the exact etiology 
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could not be determined. 

(b)(4) 

{b)(4) is another potential causative factor. At the time of the 

medical emergency, analgesics were medically not appropriate or feasible and thus not 
given. 

I hope this additional information clarifies these situations. If additional information is 
needed, please contact me. 

In regard to these events, I note that the USDA guidance document entitled "Assistance 
with Accurate Annual Reporting for Research Facilities" suggests that cases like some of 
those described above are not necessarily intended to be reported under category E. 
Specifically, the guidance document suggests that a different categorization may be 
appropriate when an animal that has not experienced pain due to the study and that shows 
no signs of pain or distress with appropriate monitoring suddenly and unexpectedly 
expires. I would welcome the opportunity to speak with you fiirther to understand your 
thoughts on this issue. 

Sincerely, 

(b)(6), (b)(7)(c) 



